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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This International Search Report has not been established in respect of certain claims under Article 1 7(2)(a) for the following reasons: 

1. fx! Claims Nos.: 27B-41 

— because they relate to subject matter not required to be searched by this Authority, namely: 

see FURTHER INFORMATION sheet PCT/ISA/210 



2. m ciaimsNos, 1-18, 21-22, 24-26, 27B-47 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3, Claims Nos.: 

— because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 

see additional sheet 



i. 



□ As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
searchable claims. 



2. r~J As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. I 1 As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' — ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. | y | No required additional search fees were timely paid by the applicant. Consequently, this International Search Report i 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 

1-16 (partialy), 17-20, 24-27a (partially) 



Remark on Protest j^j The additional search fees were accompanied by the applicant's protest. 

[ | No protest accompanied the payment of additional search fees. 
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Continuation of Box 1.1 
Claims Nos.: 27B-41 



Claims 27b-41 relate to methods of treatment of the human or animal body 
by surgery or by therapy or diagnostic methods practised on the human or 
animal body (Rule 39.1(iv)). Nevertheless, a search has been executed for 
these claims to the extent it was possible when applying the above 
restrictions of the search. The search has been bdsed on the alleged 
effects of the compounds or compositions. 



Continuation of Box 1.2 

Claims Nos.: 1-18, 21-22, 24-26, 27B-47 



Present claims 1-13, 14-15 and 16-18, 21-22, 24-26, 27b-47 (partially) 
relate to an extremely large number of possible protein constructs or 
compositions and related methods due to the rather broad or vague 
wordings " polymeric protein.... consisting of at least 2 monomeric units 
■ and "one MHC Class II binding amino acid sequence u . Support within the 
meaning of Article 6 PCT and/or disclosure within the meaning of Article 
5 PCT is to be found, however, for only a very small proportion of the 
compounds, products/compositions and methods claimed. In the present 
case, the claims so lack support, and the application so lacks 
disclosure, that a meaningful search over the whole of the claimed scope 
is impossible. 

Consequently, the seach has been carried out for those parts of the 
claims which appear to be supported and disclosed and within invention 1, 
namely those parts that relate to IL5 constructs comprising u MHC Class 
II binding amino acid sequences " selected from the ones revealed in 
claim 14 and sequences claimed. 

Further, the search has covered the general aspects of the invention to 
some extent, although it lacks the necessary precision in the definition 
of the subject matter. Consequently, the search for the general concept 
of " MHC Class II binding peptides 11 and " polymeric protein... 
consisting of at least 2 monomeric units " will retrieve a pertinent 
document only if this concept is described in general terms in a 
reference. Specific solutions previously known and falling under the 
general concept- but failing to mention this fact- are likely not to be 
revealed in such a search. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 



page 1 of 2 



INTERNATIONAL SEARCH REPORT international App.ica.ion No. PCT/DK 02 /0O764 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. Claims: 1-16 (partialy) and 17-20 and 24-27a (partially) 

Imnunogenic analogues of IL5 and method for production, 
nucleic acid fragments and compositions comprising monomeric 
units joined via peptide bonds and including at least one 
MHC Class II binding amino acid sequence and being produced 
as single chain soluble recombinant products. 



2. Claims: 1-16 (partially) and 21/22-27a, 42-47 (partially). 

Dimeric (trimeric. . . .) immunogenic analogues of a human TNF 
constructs, method for production, nucleic acid fragments 
■ and compositions comprising a monomer TNF alpha unit 
modified to include at least one foreign MHC Class II 
binding amino acid sequence and being produced as single 
chain soluble recombinant products. 



3. Claims: 22 and 23-27a (partially). 

Monomeric imnunogenic analogues of TNF alpha constructs, 
method for production, nucleic acid fragments and 
compositions comprising at least one MHC Class II binding 
amino acid sequence and being produced as single chain 
soluble recombinant products. 
** as far as not covered by invention 2 **. 



4. Claims: 22-27a, 42-47 (partially). 

Imnunogenic analogues of a human TNF constructs, method for 
production, nucleic acid fragments and compositions 
comprising a monomeric TNF alpha unit modified to include at 
least one foreign MHC Class II binding amino acid sequence 
into flexible loop 3. 

** as far as not covered by invention 3 **. 



5. Claims: 22-27a, 42-47 (partially). 

Immunogenic analogues of a human TNF constructs, method for 
production, nucleic acid fragments and compositions 
comprising a monomeric TNF alpha unit modified to include at 
least one foreign MHC Class II binding amino acid sequence 
and having at least one added monomer stabilising disulfide 
bridge. 

** as far as not covered by inventions 3 or 4 



6. Claims: 22-27a, 42-47 (partially). 
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Immunogenic analogues of a human TNF constructs and method 
for production, nucleic acid fragments and compositions 
comprising a monomeric TNF alpha unit modified to include at 
least one foreign MHC Class II binding amino acid sequence 
wherein one or more of the N- terminal amino acids 1-9 have 
been deleted. 

** as far as not covered by inventions 3-5***. 



7. Claims: 16, 22-27a, 42-47 (partially). 

Immunogenic analogues of a human TNF constructs and method 
for production, nucleic acid fragments and compositions 
comprising a monomeric TNF alpha unit modified to include at 
least one foreign MHC Class II binding amino acid sequence 
into loop 1 in an intron position. 
** as far as not covered by inventions 3 or 5 or 6 **. 



8. Claims: 16, 22-27a, 42-47 (partially). 

Imnunogenic analogues of a human TNF constructs and method 
for production, nucleic acid fragments and compositions 
comprising a monomeric TNF alpha unit modified to include at 
least one foreign MHC Class II binding amino acid sequence 
is introduced as part of an artificial stalk region in the N 
terminus of human TNF alpha. 

** as far as not covered by inventions 3 or 5 or 6 **. 



9. Claims: 16, 22-27a, 42-47 (partially). 

Imnunogenic analogues of a human TNF constructs, method for 
production, nucleic acid fragments and compositions 
comprising a monomeric TNF alpha unit modified to include at 
least one foreign MHC Class II binding amino acid sequence 
"so as to stabilize the monomer structure by increasing 
hydrophobicity". 

** as far as not covered by inventions 3-8 **. 



10. Claims: 16, 22-27a, 42-47 (partially). 

Imnunogenic analogues of a human TNF monomer constructs, 
method for production, nucleic acid fragments and 
compositions comprising a monomeric TNF alpha unit modified 
to include at least one foreign MHC Class II binding amino 
acid sequence flanked by glycine residues. 
** as far as not covered by inventions 3-9 **. 



11. Claims: 16, 22-27a, 42-47 (partially). 

Imnunogenic analogues of a human TNF monomer constructs, 
method for production, nucleic acid fragments and 
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compositions comprising a monomeric TNF alpha unit modified 
to include at least one MHC Class II binding amino acid 
sequence inserted or in-substituted in the D-E loop. 
** as far as not covered by inventions 3 or 5 ,6 or 9 or 



12. Claims: 16, 22-27a, 42-47 (partially). 

Inmunogenic analogues of a human TNF constructs, method for 
production, nucleic acid fragments and compositions 
comprising a monomeric TNF alpha unit modified to include at 
least one MHC Class II binding amino acid sequence inserted 
or in-substituted between two identical sub-sequences of 
human TNF alpha. 

** as far as not covered by invention 2 **. 



13. Claims: 16, 22-27a, 42-47 (partially). 

Immunogenic analogues of a human TNF constructs, method for 
production, nucleic acid fragments and compositions 
comprising a monomeric TNF alpha unit modified to include at 
least one salt bridge being strengthened or substituted with 
a disulfide bridge. 
** as far as not covered by inventions 5, 6, 9 or 10 **. 



14. Claims: 16, 22-27a, 42-47 (partially). 

Inmunogenic analogues of a human TNF constructs, method for 
production, nucleic acid fragments and compositions 
comprising a monomeric TNF alpha unit modified by 
introducing mutations that provides a mimic of murine TNF 
alpha crystalline structure. 
** as far as not covered by inventions 3-13 **. 



15. Claims: 16, 22-27a, 42-47 (partially). 

Iimiunogenic analogues of a human TNF constructs, method for 
production, nucleic acid fragments and compositions 
comprising a monomeric TNF alpha unit modified by at least 
on point mutation to reduce or abolish potential toxicity. 
** as far as not covered by inventions 3-14 **. 
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